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Rivastigmine Transdermal System (Exelon® Patch—Novartis) 
AHFS 12:04, Parasympathomimetic (Cholinergic) Agents 

 
Executive Summary 
 
Introduction: Rivastigmine transdermal system is labeled for treatment of mild to moderate 
dementia of Alzheimer disease (AD) and Parkinson disease (PD). Rivastigmine has been 
available orally since 2000. Rivastigmine transdermal and oral are the only medications labeled 
for dementia of PD. Rivastigmine treats symptoms and does not prevent progression of disease. 
 
Pharmacology / Pharmacokinetics: Rivastigmine is a reversible cholinesterase inhibitor which 
acts centrally to enhance cholinergic function by increasing acetylcholine levels. Rivastigmine 
has a ten-fold greater affinity for brain acetylcholinesterase than for peripheral forms of the 
enzyme. However, as AD progresses and fewer cholinergic neurons remain, the beneficial 
effects of rivastigmine may diminish. Extent of absorption is site-specific. Steady-state plasma 
concentration is related to body weight. Rivastigmine transdermal facilitates steadier delivery of 
rivastigmine compared to oral. Plasma elimination half-life is approximately 3 hours following 
patch removal.  
 
Clinical Efficacy: A single phase III controlled-trial compared rivastigmine transdermal system 
to the oral rivastigmine formulation and to placebo in patients with AD. The 9.5 mg/24 hr patch 
was significantly better than placebo on the ADAS-Cog (p=0.005) and ADCS-CGIC (p=0.01) 
evaluations. The overall clinical effectiveness of rivastigmine transdermal in dementia of AD, as 
with other members of its class, is modest. The percent of patients in each group who achieved a 
clinically meaningful decrease of at least 4 units from baseline on the ADAS-Cog were 27.4% 
for the 9.5 mg/24 hours patch, 28.5% for the 6 mg twice-daily capsule, and 19.9% for placebo (p 
< 0.05 all groups vs. placebo). Rivastigmine transdermal demonstrated non-inferiority to 
rivastigmine oral. Transdermal rivastigmine is labeled for dementia of PD based on 
bioequivalence with the oral formulation. 
 
Adverse Drug Reactions / Drug Interactions: Common adverse drug reactions reported in the 
single controlled clinical trial include nausea, vomiting, and diarrhea. Nausea and vomiting were 
cited as the adverse effects most commonly leading to discontinuation of treatment. Inducers or 
inhibitors of CYP450 metabolism are not expected to affect the metabolism of rivastigmine. 
Concomitant use of rivastigmine with other cholinesterase inhibitors, cholinomimetic 
medications, or neuromuscular blocking agents is not recommended.  
 
Dosage and Administration: Initiate rivastigmine transdermal system with the 4.6 mg/24 hour 
patch applied once daily. After four weeks the dose may be titrated upward to the recommended 
effective dose of 9.5 mg/24 hours if the initial dose is well tolerated. Do not exceed 9.5 mg/24 
hours. Administer and titrate dose cautiously in patients weighing less than 50 kg. No dosage 
adjustments are necessary for age, or for hepatic or renal impairment. Titrate dose according to 
individual tolerability. 
 
Summary: Rivastigmine transdermal offers a once daily therapeutic alternative to oral 
cholinesterase inhibitors in the treatment of dementia of AD and of PD. This dosage form may 
most benefit patients with dysphagia or caregivers who prefer this method of administration.



 3 

  

Rivastigmine Transdermal System (Exelon® Patch—Novartis) 
AHFS 12:04, Parasympathomimetic (Cholinergic) Agents 

 
Introduction 
 

Rivastigmine transdermal system is labeled for the treatment of mild to moderate 
dementia of Alzheimer disease (AD) and mild to moderate dementia of Parkinson disease (PD).1 
Rivastigmine belongs to the class of drugs known as cholinesterase inhibitors and has been 
available in an oral formulation since 2000.1 Rivastigmine transdermal system is the first skin 
patch approved for use in the treatment of AD. Rivastigmine transdermal and oral are the only 
medications labeled for treatment of Parkinson’s-associated dementia.2 Rivastigmine does not 
prevent disease progression, but treats the symptoms of the disease.1, 3 

 
This review presents efficacy and safety data for rivastigmine transdermal system. 

Comparative data for the oral formulation of rivastigmine is presented as well. There are no 
studies available comparing rivastigmine transdermal systems with oral cholinesterase inhibitors 
other than rivastigmine oral.  

 
Table 1 summarizes common outcome measures used in clinical studies and general 

practice. These outcome measures are used to assess AD severity, progression, and medication 
therapy impact.4-10 In some studies, caregiver preferences are documented using the Alzheimer 
Disease Caregiver Preference Questionnaire (ADCPQ).11, 12 

  
Table 1. Outcome Measures of Standard Tests Used in Evaluating AD Patients4-8, 10 
Name of Test Scale in Points Efficacy Measures Assessed 
Alzheimer Disease Assessment Scale-
Cognitive Subscale (ADAS-Cog) 

0 to 70 
Higher score reflects greater 
cognitive impairment 

Attention, Comprehension , Memory, 
Orientation, and Reasoning 

Alzheimer Disease Cooperative Study-
Clinical Global Impression of Change 
(ADCS-CGIC) 
 

1 to 7 
1 = marked improvement 4 = 
no change 
7 = marked worsening 
 

Clinician impression of change in: 
Cognition, Behavior, Social 
functioning, and Daily functioning 

Alzheimer Disease Cooperative Study-
Activities of Daily Living (ADCS-
ADL) 
 

0 to 78  
Higher score reflects better 
functioning 

Ability to perform these activities of 
daily living: Personal care, Appliance 
use, Dressing activities, Toileting, and 
Bathing 

Mini-Mental State Exam (MMSE) 
 

0 to 30 
0 = severe impairment  
30 = normal 

Attention, Calculation, Language, 
Memory, and Orientation 

Neuropsychiatric Inventory (NPI) 0 to 120  
Higher score reflects greater 
psychiatric disturbance 

Severity and frequency of these 
psychiatric measures: Aberrant motor 
behavior, Agitation / aggression, 
Anxiety, Apathy, Delusions, 
Disinhibitions, Dysphoria, Euphoria, 
Hallucinations, and Irritability / 
lability 

Trail Making Test A Timed test 
(Shorter time represents better 
cognitive function) 

Attention, Visual tracking, and Motor 
processing speed 
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Pharmacology 
 
 Rivastigmine is a reversible cholinesterase inhibitor which acts centrally to enhance 
cholinergic function.1, 3 As a class, cholinesterase inhibitors increase the availability of the 
neurotransmitter acetylcholine. In theory, the increase in central acetylcholine concentration 
improves neuronal function in cholinergic pathways.1 Members within this class vary greatly in 
chemical structure, target receptors and affinity for target receptors.3 There are two main 
categories of cholinesterases found throughout the body: acetylcholinesterases (AChE) and 
butyrylcholinesterases (BChE).3 Rivastigmine has a ten-fold greater affinity for brain AChE than 
for other peripheral forms of the enzyme. This is important as inhibition of peripheral AChE may 
increase adverse reactons.3 Several forms of AChE have been identified. In the normal brain, the 
G4 isoform predominates and the G1 isoform is present in lesser amounts.3 As AD progresses, 
G4 levels diminish and the predominant AChE is G1.3, 13 Rivastigmine inhibits G1 six times 
more strongly than it inhibits G4.3, 13 However, as AD progresses and fewer cholinergic neurons 
remain, the beneficial effects of rivastigmine may diminish.1, 13 Rivastigmine also inhibits BChE, 
but less predictably.3 
 
Pharmacokinetics 
 
 Rivastigmine is absorbed from the patch transdermally. Approximately 50% of the total 
drug contained in the matrix-type transdermal system is absorbed over 24 hours.1 After an initial 
lag of 0.5-1 hours, plasma concentrations increase slowly.1, 2 Peak plasma concentrations are 
achieved approximately 8 hours after patch application, but can vary per patient, sometimes 
being achieved after 10 to 16 hours following application.1 Plasma concentrations gradually 
decrease over the balance of the application period. The extent of absorption is site-specific.14 
Application to the abdomen or thigh will result in 20-30% lower plasma concentrations of 
rivastigmine versus the chest, upper back or upper arm.1 In addition to site-specific absorption, a 
relationship between body weight and steady-state concentration has been reported. A patient 
weighing 35 kg will have approximately double the steady-state concentration present in a 65 kg 
patient. At therapeutic concentrations, rivastigmine is approximately 40% protein-bound. The 
volume of distribution is 1.8 to 2.7 L/kg. Minimal metabolism occurs via the cytochrome P450 
isoenzymes. Rivastigmine is metabolized via cholinesterase-mediated hydrolysis. Metabolites 
are excreted renally. Renal clearance is approximately 2.1 to 2.8 L/hr and the plasma elimination 
half-life is approximately 3 hours following patch removal.1 
 

Absorption differences between the transdermal and oral formulations are of key interest. 
Total drug exposure to rivastigmine is comparable from the 9.5 mg/24 hours patch and the 6 mg 
twice daily oral capsule,15 but is greater with the 9.5 mg/24 hours patch than with 3 mg oral 
solution.16 However, plasma concentrations show less peak and trough variation with the 
transdermal formulation compared with either the capsule or the oral solution.15, 16 Trials with 
oral rivastigmine have demonstrated gastrointestinal adverse effects are associated with high 
plasma concentrations of rivastigmine.15, 17 The steadier delivery of rivastigmine and consequent 
improved tolerability was the rationale for development of a transdermal delivery system for 
rivastigmine.15 Table 2 presents a pharmacokinetic comparison of rivastigmine transdermal and 
oral formulations. 
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Table 2. Pharmacokinetic Comparison of Transdermal and Oral Rivastigmine1, 17, 18 
Pharmacokinetic 
Parameter 

Transdermal 
4.6 mg/24 hours 

Transdermal 
9.5 mg/24 hours 

Oral capsule 
3 mg twice daily 

Oral capsule 
6 mg twice daily 

Peak serum concentration 
in ng/mL (SD) 

2.7 (1.2) 7.9 (2.9) 9.7 (5.1) 29.3 (13.2)  

Time to peak serum 
concentration (median) 

8.0 hours  8.0 hours 1.0 hours  1.0 hours  

Exposure as AUC24h 
in (ng)(hr)/mL (SD) 
 

46.3 (17.2) 127 (41.4)  57.7 (39.1) 191 (140)  

Apparent elimination half-
life 

~ 3 hours after patch 
removal  

~ 3 hours after 
patch removal  

~ 1.5 hours ~ 1.5 hours 

Fluctuation indexa (SD) 0.6 (0.4) 0.8 (0.3) 4.0 (1.2) 4.2 (2.5) 
Abbreviations: AUC = area under the curve; ng = nanogram; SD = standard deviation. 
a Fluctuation index = (peak serum concentration – minimum serum concentration)/ average serum concentration. 
 
 
Special Populations 
 
 Patients weighing 50 kg or less are more likely to suffer adverse effects such as nausea 
and vomiting when starting therapy or with upward dose titration than patients weighing greater 
than 50 kg. No dosage adjustments are necessary for age, or for hepatic or renal impairment. 
Titrate dose according to individual tolerability.1 
 
 In patients concomitantly using nicotine and rivastigmine oral formulation, the clearance 
of rivastigmine is increased by 23%. The effect of nicotine on the clearance of rivastigmine in 
patients using rivastigmine transdermal system has not been reported. Product labeling for 
rivastigmine transdermal states no dosage adjustment is necessary.1 
 
Clinical Efficacy 
 

A single phase III controlled-trial (IDEAL) evaluated rivastigmine transdermal system in 
patients with AD (n=1,195).19, 20 In this trial, the transdermal formulation was compared to the 
oral rivastigmine formulation and to placebo. The effectiveness of the oral rivastigmine 
formulation has been established in two controlled-trials in AD and one controlled-trial in  
PD.18, 21-23 No controlled clinical trials have studied the transdermal formulation for dementia of 
PD. Transdermal rivastigmine is labeled for dementia of PD based on bioequivalence with the 
oral formulation.2 

 
The IDEAL (Investigation of transDermal Exelon in ALzheimer’s disease) study is 

summarized in Table 3.19, 20 Rivastigmine transdermal 9.5 mg/24 hours and 17.4 mg/24 hours 
strengths were compared to oral capsules and placebo. The duration of the trial was 24 weeks; 
however, this included a 16 week titration period in all treatment groups. Additionally, dosage 
adjustments and interruptions were allowed for tolerability at any time during the study. Primary 
outcomes were measured using the ADAS-Cog and ADCS-CGIC. Secondary outcome measures 
included the ADCS-ADL, MMSE, NPI, Ten Point Clock-drawing Test, and the Trail-making 
Test Part A. Assessments were performed at weeks 0, 16, and 24. The ADAS-Cog score 
improvements were statistically significant for all treatment groups compared to placebo 
(p<0.05). The efficacy of both patch strengths demonstrated non-inferiority to the oral capsule. 
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While the 9.5 mg/24 hour patch and the oral formulation were statistically better than placebo on 
the ADCS-CGIC evaluation, the 17.4 mg/24 hour patch failed to show superiority to placebo 
(intent-to-treat, last-observation-carried-forward). All treatment groups were statistically superior 
to placebo in ADCS-ADL, MMSE, and Trail-making Test Part A (all p<0.05). There was no 
significant difference in any treatment group compared with placebo on the Ten-point Clock-
Drawing test or NPI assessments.20 Adverse events in the trial were predominantly cholinergic-
type reactions. The most frequent adverse events were nausea, vomiting and diarrhea. No 
significant differences in adverse event rates occurred between the 9.5 mg/24 hours patch and 
placebo. Rates of nausea and vomiting were approximately two-thirds lower in the 9.5 mg/24 
hours patch group (6-7%) compared to the oral capsule group (17-23%). This tolerability 
advantage was lost at the 17.4 mg/24 hours dose, as rates of adverse events were comparable 
between the 17.4 mg/24 hours patch and oral capsule groups.19 The 9.5 mg/24 hours patch 
delivered comparable efficacy to the maximum recommended rivastigmine oral dose of 12 
mg/day with better gastrointestinal tolerability.19, 20 

 
The overall clinical effectiveness of rivastigmine transdermal in dementia of AD, as with 

other members of its class, is modest.24, 25 In the IDEAL study, a clinically meaningful 
improvement in the ADAS-Cog was defined as a decrease of at least 4 units at 24 weeks. 
Although the mean improvement for all treatment groups (-0.6 to -1.6 units) was statistically 
significant compared to placebo (1.0, p<0.005) no group reached the clinically meaningful 4-unit 
improvement. The percent of patients in each group who achieved a clinically meaningful 
decrease of at least 4 units from baseline were 27.4% for the 9.5 mg/24 hours patch, 32.8% for 
the 17.4 mg/24 hours patch, 28.5% for the 6 mg twice-daily capsule, and 19.9% for placebo (p < 
0.05 all groups vs. placebo).20 
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Abbreviations: AD = Alzheimer’s disease; ADAS-Cog = Alzheimer’s Disease Assessment Scale-Cognitive subscale; ADCS-ADL = Alzheimer’s Disease Cooperative Study-
Activities of Daily Living scale; ADCS-CGIC = Alzheimer’s Disease Cooperative Study-Clinical Global Impression of Change; ADR = Adverse events; MMSE = Mini-Mental 
State Examination; N = number of patients enrolled in trial or specific treatment group; NINCDS/ADRDA = National Institute of Neurological and Communicative Disorders and 
Stroke and the Alzheimer’s Disease and Related Disorders Association; NPI = Neuropsychiatric Inventory; NS = no significance; SD = standard deviation 
* Grade of Scientific Evidence. Refer to Appendix for definitions.  

Table 3. Clinical Trials of Rivastigmine Transdermal System vs. Rivastigmine Oral in Alzheimer Disease Patients 
Significant Outcomes Reference/  

Study Design 
N Patient Selection Treatment Interventions 

Results  Response Rate Discontinuation 
Rate 

Grade
* 

Winblad B, et al, 
200719, 20 
 
The IDEAL study 
 
Experimental 
parallel: 
randomized, 
double-blind, 
placebo and active-
controlled, 
multicenter 
 
 

1,195 Patients aged 50-85 
years with probable 
AD diagnosed 
according to 
NINCDS/ADRDA 
criteria, and having a 
MMSE score 10 to 
20. 
 
Patients were 
required to have 
contact with a 
caregiver daily or 
reside with someone 
willing to supervise 
treatment.  

Four groups: 
 
Rivastigmine patch 
9.5 mg/24 hours (10 cm2) 
once daily 
Mean dose = 9.8 cm2 
 
Rivastigmine patch 
17.4 mg/24 hours (20 cm2) 
once daily 
Mean dose = 16.5 cm2 
 
Rivastigmine capsules  
12 mg/day (dose split and 
given twice daily)  
Mean dose = 9.7 mg/day 
 
Placebo 
 
 
Patients titrated to target 
dose during 16-week 
titration phase, then 
maintained at the highest 
tolerated dose within 
groups for 8-week 
maintenance phase 
 
Dosage adjustments and 
interruptions for 
tolerability were allowed 
 
Primary and secondary 
outcomes were measured 
with questionnaires  

At week 24: 
 
ADAS-Cog scores 
• Rivastigmine all 

groups > placebo 
• Rivastigmine patch 

= rivastigmine oral 
 
ADAS-CGIC scores 
• Rivastigmine patch 

9.5 mg/24 hours 
and rivastigmine 
oral > placebo 

• Rivastigmine patch 
17.4 mg/24 hours = 
placebo 
  

 
 

Mean (SD) change at week 24: 
Primary Outcomes 
• ADAS-Cog scores 

10 cm2: -0.6 (6.4), p = 0.005 
20 cm2: -1.6 (6.5), p<0.001 
Capsule: -0.6 (6.2), p = 0.003 
Placebo: 1.0 (6.8) 

• ADCS-CGIC scores 
10 cm2: 3.9 (1.2), p = 0.01 
20 cm2: 4.0 (1.3), NS 
Capsule: 3.9 (1.3), p = 0.009 
Placebo: 4.2 (1.3) 
 

Secondary outcomes 
• ADCS-ADL scores 

10 cm2: -0.1 (9.1), p = 0.01 
20 cm2: 0.0 (11.6), p = 0.02 
Capsule: -0.5 (9.5), p = 0.04 
Placebo: -2.3 (9.4) 

• MMSE scores  
 10 cm2: 1.1 (3.3), p = 0.002 

20 cm2: 0.9 (3.4), p<0.001 
Capsule: 0.8 (3.2), p = 0.002 
Placebo: 0.0 (3.5) 

• Trail Making Test A scores 
 10 cm2: -12.3(55.1), p<0.001 

20 cm2: -6.5 (55.9), p = 0.005 
Capsule: -9.8 (66.1), p<0.001 

 Placebo: 7.7 (56.6) 
Differences between active 
groups and placebo NS for: 
• Ten-point Clock-Drawing  
• NPI-12 scores 
• NPI distress scores  
 

Rivastigmine 10 cm2 
64//293 (21.8%) 
 9.6% ADR 
 7.2% withdrew 
 1.4% death 
 1.0% lack of effect 
 1.6% other 
 1.0% lost to  
 follow-up 
Rivastigmine 20 cm2 
62/303 (20.5%) 
 8.6% ADR 
 6.3% withdrew 
 1.7% death 
 1.3% lack of effect 
 1.4% other 
 1.3% lost to  
 follow-up 
Rivastigmine capsule 
63/297 (21.2%) 
 8.1% ADR 
 5.7% withdrew 
 0.7% death 
 2.7% lack of effect 
 2.3% other 
 1.7% lost to  
 follow-up 
Placebo 
36/302 (11.9%) 
 5.0% ADR 
 2.0% withdrew 
 1.0% death 
 2.0% lack of effect 
 1.0% other 
 1.0% lost to  
 follow-up 
 

1 
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Adverse Drug Reactions 
  
 The most common adverse drug reactions reported in the single controlled clinical trial 
were nausea, vomiting, and diarrhea.1 Nausea and vomiting were cited as the adverse effects 
most commonly leading to discontinuation of treatment. Overall discontinuation rates and rates 
due to nausea and vomiting are presented in Table 4. Table 5 presents the adverse drug reactions 
as reported in product labeling, including comparison to oral capsules and placebo.1 
 
Table 4. Discontinuation Rates as Presented in Product Labeling1 
Cause of 
Discontinuation 

Rivastigmine 
Patch 

9.5 mg/24 hr 

Rivastigmine 
Patch 

17.4 mg/24 hr 

Rivastigmine 
Capsule 

6 mg BID 

Placebo 
 

Any adverse event 9.6% 8.6% 8.1% 5.0% 
Nausea 0.7% 1.7% 1.7% 1.3% 
Vomiting  0% 1.7% 2.0% 0.3% 
Abbreviations: BID = twice daily; hr = hours. 
 
 
Table 5. Patients (%) with Adverse Drug Reactions with a Frequency ≥ 2% and at a Rate 
Exceeding Placebo1  
Adverse Event Rivastigmine Patch 

9.5 mg/24 hr 
n = 291 

Rivastigmine Patch 
17.4 mg/24 hr 

n = 303 

Rivastigmine 
Capsule 6 mg BID 

n = 294 

Placebo 
n = 302 

Gastrointestinal  
 Abdominal pain 2 4 1 1 
 Diarrhea 6 10 5 3 
 Nausea 7 21 23 5 
 Vomiting 6 19 17 3 
Central and Peripheral Nervous System 
 Anxiety 3 3 2 1 
 Depression 4 4 4 1 
 Dizziness 2 7 7 2 
 Fatigue 2 2 1 1 
 Headache 3 4 6 2 
 Insomnia 1 4 2 2 
 Vertigo 0 2 1 1 
Miscellaneous 
 Asthenia 2 3 6 1 
 Loss of appetite 3 9 9 2 
 Upper abdominal pain  1 3 2 2 
 Urinary tract infection 2 2 1 1 
 Weight loss 3 8 5 1 
Abbreviations: BID = twice daily; hr = hours. 
 
  
Drug Interactions 
 
 Rivastigmine has not been evaluated for specific interactions. Rivastigmine is primarily 
metabolized through esterase hydrolysis, and is minimally metabolized via CYP450 
isoenzymes.1 Inducers or inhibitors of CYP450 metabolism are not expected to affect the 
metabolism of rivastigmine. Do not use rivastigmine concomitantly with other cholinesterase 
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inhibitors or cholinomimetic medications. Rivastigmine may diminish the efficacy of 
anticholinergic medications. Rivastigmine may increase the effects of depolarizing 
neuromuscular blocking agents such as succinylcholine or cholinergic agents such as 
bethanechol.1, 26 
  
Dosage and Administration 
 

Rivastigmine transdermal system is available in two patch sizes: 4.6 mg/24 hours (5 cm2) 
and 9.5 mg/24 hours (10 cm2).1 The starting dose of rivastigmine transdermal system is 4.6 
mg/24 hours applied once daily. After four weeks the dose may be titrated upward to 9.5 mg/24 
hours if the initial dose is well tolerated. The recommended effective dose is 9.5 mg/24 hours. If 
intolerable gastrointestinal adverse effects occur, discontinue patch application for several days. 
Resume treatment at the same or at a lower dose. Treatment which is interrupted for longer than 
several days must be reinitiated at the 4.6 mg/24 hours dose and titrated upward after four weeks 
as tolerated. The recommended maximum dose is 9.5 mg/24 hours.1 

 
Patients may be switched from rivastigmine oral capsules or solution to rivastigmine 

transdermal. Initial patch size is 4.6 mg/24 hours for a patient taking less than 6 mg total daily 
dose of rivastigmine oral. A patient receiving a total oral daily dose of 6 to 12 mg may begin 
with the 9.5 mg/24 hours patch. Patch application is started the day after the last oral dose.1  

 
Rivastigmine patch is applied once daily. The application site should be hairless, clean, 

dry and without irritation. Apply to the upper or lower back, or to the chest or upper arm if the 
back is not accessible. It is recommended to change the spot of application daily, and not to use 
the same spot twice within 14 days.1  
 
Monitoring 
 

The National Institute for Clinical Excellence (NICE) guidelines recommend monitoring 
AD patients on cholinesterase inhibitors for therapeutic efficacy every 6 months using MMSE 
and global, functional and behavioral assessment tests.27 Monitor AD and PD patients for 
occurrences of adverse effects and make dose adjustments as appropriate. Monitor patients for 
weight loss which may be associated with gastrointestinal effects. Monitor PD patients for 
worsening of extrapyramidal symptoms, most notably tremor.1 
 
Critical Issues 
 
• Rivastigmine transdermal system is the first patch available for use in treatment of dementia 

of AD and PD, allowing once-daily dosing and convenient administration. 
• In a single controlled-trial, rivastigmine transdermal demonstrated statistically significant 

improvement over placebo; however, clinical improvement was modest.  
• Rivastigmine transdermal 9.5 mg/24 hours demonstrated comparable efficacy to the 

maximum recommended oral dose of rivastigmine and demonstrated better gastrointestinal 
tolerability. 
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Summary 
 
 Rivastigmine transdermal system offers a once-a-day therapeutic alternative to oral 
cholinesterase inhibitors in the treatment of dementia of AD. Rivastigmine oral and transdermal 
are the only agents labeled for use in dementia of PD. The benefits of rivastigmine transdermal, 
as well as other members of its drug class, are modest. The adverse effects of this agent in AD 
patients are generally mild to moderate and include nausea, vomiting, and diarrhea. Adverse 
effects may impact dose titration schedule and overall patient tolerability. Rivastigmine 
transdermal has not been compared in clinical trials to oral cholinesterase agents other than 
rivastigmine oral for efficacy and safety in AD and PD patients. 
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Appendix: Grades of Scientific Evidence 
Grade 1. Evidence from randomized, blinded, placebo-controlled, clinical trials in peer 

reviewed journals 
Grade 2. Non-randomized controlled trials 
Grade 3. Non-randomized historical cohort studies. Other studies with non-experimental 

designs (eg, population based studies, case-control studies) 
Grade 4. Case reports, case series, abstracts of trials 
Grade 5. Consensus of experts where data are incomplete or inconsistent 


